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To the Editor, 

Systemic lupus erythematosus (SLE) and autoimmune 
polyendocrinopathy are characterized by autoantibodies 
against a variety of target organs. Traditional treatment 
strategies for immune cytopenias include global immuno- 
suppression that targets both the humoral and cell-medi- 
ated arms of the immune system. B-cells play an important 
role in the pathogenesis of many autoimmune diseases. 
Targeted depletion of B-lymphocytes is an alternative treat- 
ment approach for autoimmune disorders. Rituximab — a 
chimeric, human IgGl K monoclonal antibody — is specific 
for the CD20 antigen and can selectively deplete B-cells 
via antibody-dependent cell-mediated cytotoxicity, com- 
plement-mediated cytotoxicity, and inhibition of cell pro- 
liferation with direct induction of B-cell apoptosis. Several 
studies have shown the efficacy and safety of rituximab in 
the treatment of autoimmune disorders [1-5]. 

Herein we describe a 16-year-old male with SLE -asso- 
ciated hemophagocytic syndrome (HPS), autoimmune 
hemolytic anemia (AIHA), and thrombocytopenia (AITP), 
as well as recurrent profound thrombocytopenia refrac- 
tory to glucocorticosteroids, intravenous immune globulin 
(IVIG) therapy, mycophenolate mofetil (MMF), and plas- 
mapheresis. Four years after initially presenting with SLE, 



the patient was admitted to our hematology department 
with severe thrombocytopenia and anemia; the hemoglo- 
bin level was 8.5 g dL _1 , the white blood cell count (WBC) 
was 5000 mnr 3 , and the platelet (PLT) count was 3000 
mnr 3 . Poikilocytosis, anisocytosis, schistocytosis, sphero- 
cytosis, target cells, and few thrombocytes were observed 
in the blood smear. Lactate dehydrogenase was elevated 
(446 U L _1 ) and the reticulocyte count was 1.07%. Direct 
antiglobulin test was 1(+) for complement (C3d) and IgG. 
C3 and C4 levels were decreased to 0,26 g/1 and <0,10 
g/1. Antinuclear antibodies and anti-double stranded DNA 
antibodies were noted. Urinalysis showed urinary protein 
excretion of 2 g d _1 . 

Renal biopsy could not be performed because of throm- 
bocytopenia. Bone marrow aspiration showed elevated his- 
tiocytes with evidence of hemophagocytosis. The patient 
was therefore diagnosed as SLE-associated HPS, AIHA, 
and AITP, and was treated with IVIG (0.4 g-kg^-d" 1 for 
5 d) and methylprednisolone (1 m g-kg^-d -1 ), but severe 
thrombocytopenia persisted (PLT count: 7000 mnr3). 
Pulse steroid (1 g d _1 dieb. alt.) and plasmapheresis (6 
times) were administered, but the patient did not respond 
(PLT count: 8000 mm"3). With MMF therapy (400 mg 
nr 2 b.i.d.) the PLT count increased to 163,000 mnr 3 , but 
decreased again to 1000 mm" 3 after 3 months. Despite 



Address for Correspondence: Didem ATAY, M.D., 

Kartaltepe Mahallesi Dost Sokak Motif Apt. No: 5 D: 11 34414 Bakirkoy, Istanbul, Turkey 
Phone: +90 212 221 77 77/5740 E-mail: didematay@hotmail.com 

Received/Gelij tarihi : July 5, 2011 
Accepted/Kabul tarihi : September 19, 2011 



92 



Turk J Hematol 2012; 29: 92-93 



Atay D, et ah Ritiiximab Therapy jor Refractory Autoimmune Thrombocytopenia 



repeated high-dose steroid and IVIG treatment together 
with MMF, a permanent response was not achieved. 

Chronic corticosteroid treatment subsequently led to 
growth retardation, osteoporosis, hypertension, glaucoma, 
and myopathy. Due to the side effects of corticosteroids 
a slow tapering of oral steroids was started. Only two 
weeks later, he relapsed again with severe thrombocyto- 
penia. After written informed consent was obtained from 
the family, rituximab 375 mg nr 2 QWK was started (in 
total, 4 doses). Chlorpheniramine (0.02 mg kg -1 i.v.) and 
paracetamol (10 mg kg -1 p.o.) were administered 15 min 
prior to each rituximab infusion. This was well tolerated 
and the PLT count recovered to 240,000 mnr 3 after 4 
weeks of the treatment (10,500 mnr 3 after 1 week, 84,000 
mnr 3 after 2 week, and 80,000 mnr 3 after 3 weeks (Table 
1). 

At the time this manuscript was written the patient 
had been in remission for 49 months. The patient exhib- 
ited slow regeneration of peripheral B-cells (total num- 
ber of CD 19 and 20 cells) — although with subnormal 
counts — 49 months after treatment, and he was being 
maintained on a regimen of MMF and methylprednisolone 
for lupus nephritis. The patient did not require immuno- 
globulin substitution due to rituximab therapy. To date, 
infectious complications have not been observed. 

The efficiency of rituximab in patients with childhood- 
onset SLE and severe autoimmune cytopenia has been 
reported in a variety of series and case reports [6-8] . The 
drug was generally well tolerated; most children with 
AIHA or AITP remained disease-free. Treatment-related 
toxicity is primarily due to infusion-related events. In the 
presented case rituximab therapy was successful in treat- 
ing autoimmune cytopenias, but SLE remained active, as 
lupus nephritis and cutaneous lupus. As such, the persis- 
tence of rituximab 's effectiveness in treating SLE remains 
unclear. In conclusion, rituximab therapy shows promise 
as an alternative to intensive immunosuppressive therapy 



Table 1: Hemoglobin and Thrombocyte Levels During Ritux- 
imab Therapy 



Week 


Hemoglobin level 
(g dL" 1 ) 


Thrombocyte level 

(mm -3 ) 


1 


8.8 


10,500 


2 


8.6 


84,000 


3 


8.0 


80,000 


4 


8.0 


240,000 



and splenectomy in children with autoimmune cytope- 
nias that are resistant to first-line therapy and cyclosporin/ 
MMF. In cases of the recurrence of thrombocytopenia or 
anemia, a second treatment course is feasible and may suc- 
cessfully control the disease. Additional research is nec- 
essary to better understand the role of rituximab in this 
patient population. 
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